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DETAILED ACTION 
Claims 1-15 are pending. Receipt and consideration of Applicant's amended claims and 
remarks/arguments, submitted on September 1, 2006 is acknowledged. 

Priority 

Receipt is acknowledged of papers submitted under 35 U.S.C. 119(a)-(d), which papers 
have been placed of record in the file. 

Specification 

The objection to the disclosure because of the informalities described on page 3 of the 
previous office action mailed on March 27 5 2006 have been corrected by Applicant's amendment 
to the specification. 

Claim 13 is objected to because of the following informalities: the word "dihydrate" is 
misspelled as "dehydrate" on line 4. Appropriate correction is required. 

Claim 14 is objected to under 37 CFR 1.75(c) as being in improper form because a 
multiple dependent claim should refer to other claims in the alternative only. See MPEP 
§ 608.0 l(n). 

Claim Rejections - 35 USC §. 112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter, which the applicant regards as his invention. 
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Claims 6-9, 12, and 14-15 are rejected under 35 U.S.C. 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

Claims 6-9 and 12 are vague and indefinite because these make reference to derivatives 
of an anti-inflammatory steroid (claim 6), such as budesonide (claims 7 and 12), a bronchodilator 
(claim 8), such as formoterol (claim 9). Applicant has not clearly defined the metes and bounds 
of the term "derivative" as it may apply to anti-inflammatory steroids (e.g. budesonide) or 
bronchodilators (e.g. formoterol). It is noted that in [0028] of the specification Applicant states, 
"Pharmaceutically acceptable derivatives include pharmaceutical^ acceptable salts..." However, 
this is not a definition, it is merely an example of a suitable derivative. 

Claim Rejections - 35 USC § 102 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

Claims 11 and 13-14 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Keller et al. (WO 00/28979, wherein U.S. Patent No. 6,645,466 is being used as the English 
language equivalent). 

Applicant claims (1) a dry powder inhalation product that is a product-by-process, said 
product comprising a first particulate medicament ("1 st med."), carrier, and a second particulate 
medicament ("2 nd med."), wherein the carrier/1 st med. ratio is greater than the carrier/2 nd med. 
ratio; the 1 st med. is budesonide or an acceptable derivative thereof; the 2 nd medicament is 
formoterol fumarate dihydrate, (2) a MDPI (multidose dry powder inhaler) comprising a 
composition according to claims 11-13. 
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NOTE: Claims 1 1 and 13 are product-by-process claims. The recited process steps used 
to describe the claimed product do not modify the structural characteristics of the instant 
products and therefore are given no patentable weight in examination. See MPEP §2113. 

Keller discloses a dry powder composition with improved moisture resistance in Example 

8 consisting of 0.2% w/w formoterol fumarate dihydrate (2 nd med.), 0.5 % w/w glycopyrrolate 

(1 st med.), 0.5% w/w magnesium stearate (excipient), and 98.8% w/w of lactose monohydrate 

(carrier) (Example 8; col. 14, lines 35-41). Both formoterol fumarate dihydrate and 

glycopyrrolate are known medicaments. Keller states, 

"In principle, the constituents can be mixed with one another in any desired 
sequence , where, however, mixing should expediently be carried out in such a way that 
the particles of the constituents-apart from the adhesion to the carrier particles-are 
essentially retained as such, i.e. are not destroyed, for example, by granulation and the 
like (col. 8, lines 53-59)." 

Keller discloses that the dry powder formulations can be used in all customary dry 
powder inhalers and are particularly advantageously for use in multidose dry powder inhalers 
(i.e. MDPI), which contain a powder reservoir (col. 9, lines 3-8). Keller discloses that it is 
preferred to use magnesium stearate in dry powder formulations containing a betamimetic (e.g. 
formoterol), and/or an anticholinergic (e.g. glycopyrrolate), and/or a corticosteroid (e.g. 
budesonide) (col. 6, lines 52-54). Other suitable medicaments for use in Keller's composition 
are disclosed in col. 6, lines 13-33). Keller discloses that the ingress of moisture in multidose 
dry powder inhalers (MDPI) is a problem because it results in a dramatic fall in the in vitro fine 
particle dose and fine particle dose of pharmaceutical dry powders contained within said MDPI 
(col. 3, line 60 through col. 4, line 14). 
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The Examiner has considered the Applicant's data presented in Tables 1-4 of the 
specification. Said data does not demonstrate that the process steps used to make the claimed 
products modify the structural characteristics of the claimed dry powder compositions. 
Therefore, this rejection is proper. Applicant's claims 1 1 and 13-14 are open to a broad range of 
first and second medicament amounts and proportions. Even if Applicant's data in Tables 1-4 
were somehow indicative of structural modification, this ground of rejection would still be 
proper because applicant's data was demonstrated with only 100:6 and 200:6 proportions of 
budesonide and formoterol fiimarate dihydrate, wherein the total medicament concentration was 
in the range of about 5 wt%. The claims are readable on (i) structurally different medicaments, 
(ii) much higher or lower total concentrations of medicaments, and (iii) much lower or higher 
weight ratios of first medicament to second medicament, e.g. 100,000,000:1 or 1:0.99,999. It is 
the Examiner's position that Keller's disclosed method of mixing the composition constituents 
would necessarily produce a dry powder that cannot be distinguished from the dry powder 
encompassed by applicant's broad claim language 

Claims 11-15 are rejected under 35 U.S.C. 102(b) as being anticipated by Trofast 
(U.S. Patent No. 6,030,604) ("Trofast"). 

Applicant claims (1) a dry powder inhalation product that is a product-by-process, said 
product comprising a first particulate medicament ("1 st med."), carrier, and a second particulate 
medicament ("2 nd med."), wherein the carrier/1 st med. ratio is greater than the carrier/2 nd med. 
ratio; the 1 st med. is budesonide or an acceptable derivative thereof; the 2 nd medicament is 
formoterol fumarate dihydrate, (2) a MDPI (multidose dry powder inhaler) comprising a 
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composition according to claims 11-13, and (3) a method of administration comprising 
inhalation from a MDPI of a composition of any one of claims 11-13. 

NOTE: Claims 11-13 are product-by-process claims. The recited process steps used to 
describe the claimed product do not modify the structural characteristics of the instant products 
and therefore are given no patentable weight in examination. See MPEP §2113. 

Trofast discloses dry powder formulations for inhalation (title, abstract) that may be 
administered using any known dry powder inhaler, such as a multidose inhaler , wherein the 
inhaler may be a dry powder inhaler (col. 3, lines 20-23), and said formulations are useful for 
the treatment of respiratory disorders (e.g. asthma) (col. 3, lines 26-28). Trofast discloses in 
Example 6 a dry powder composition comprising 5.2 parts formoterol fumarate dihydrate, 
896.8 parts lactose monohydrate (carrier), and 98 parts budesonide , wherein the lactose and 
formoterol are mixed, micronized, and treated according to the method of WO 95/05805; 
budesonide is added, and the mixture is remixed, remicronized, and agglomerated. Trofast 
discloses that when formoterol and budesonide are present in the same dry powder formulation 
the molar ratio of formoterol to budesonide ranges from 1: 2,500 to 12: 1, preferably 1: 133 to 1: 
6 (col. 2, lines 14-49). This corresponds to a formoterol to budesonide mass ratio, based on the 
molecular masses of formoterol fumarate dihydrate (496.513 g/mol) and budesonide (430.534 
g/mol), ranging from approximately 1.153: 2,500 to approximately 13.8: 1, preferably from 
approximately 1.153: 133 to approximately 1.153: 6. 

The Examiner has considered the Applicant's data presented in Tables 1-4 of the 
specification. Said data does not demonstrate that the process steps used to make the claimed 
products modify the structural characteristics of the claimed dry powder compositions. 
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Therefore, this rejection is proper. Applicant's claims 11-15 are open to a broad range of first 
and second medicament amounts and proportions. Even if Applicant's data in Tables 1-4 were 
somehow indicative of structural modification, this ground of rejection would still be proper 
because applicant's data was demonstrated with only 100:6 and 200:6 proportions of budesonide 
and formoterol fumarate dihydrate, wherein the total medicament concentration was in the range 
of about 5 wt%. The claims are readable on (i) structurally different medicaments, (ii) much 
higher or lower total concentrations of medicaments, and (iii) much lower or higher weight ratios 
of first medicament to second medicament, e.g. 100,000,000:1 or 1:0.99,999. It is the 
Examiner's position that Trofast's disclosed method of mixing the composition constituents 
would necessarily produce a dry powder that cannot be distinguished from the dry powder 
encompassed by applicant's broad claim language 

Claim Rejections - 35 USC §103 

The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Applicant Claims 

2. Determining the scope and contents of the prior art. 

3. Ascertaining the differences between the prior art and the claims at issue, and 
resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 
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The rejections of (1) claims 1-15 under 35 U.S.C. 103(a) as being unpatentable over 
Trofast (U.S. Patent No. 6,030,604); (2) claims 1-12 under 35 U.S.C. 103(a) as being 
unpatentable over Sarlikiotis et al, (U.S. Patent No. 6,284,287); and (3) claims 13-15 under 35 
U.S.C. 103(a) as being unpatentable over of Sarlikiotis et al. (U.S. Patent No. 6,284,287) in view 
Clarke et al. (US 2002/0103260) are withdrawn , per Applicant's persuasive arguments 
described on pages 6-12 of the remarks/arguments. 

Claims 1-10 are rejected under 35 U.S.C. 103(a) as being unpatentable over Trofast 
(U.S. Patent No. 6,030,604) in view of Keller et al. (WO 00/28979, wherein U.S. Patent No. 
6,645,466 is being used as the English language equivalent). 

Applicant Claims 

Applicant claims a method of preparing a dry powder inhalation composition comprising 
the steps of (a) mixing a carrier with a first portion of a first particulate medicament to obtain a 
first mixture (b) mixing said first mixture with a second particulate medicament to obtain a 
second mixture, and (c) mixing said second mixture with a second portion of the first 
medicament to form a dry powder inhalation composition, wherein the ratio by weight of the 2nd 
medicament/carrier ratio is less than the ratio by weight of the 1 st medicament to the carrier. 

Determination of the Scope and Content of the Prior Art (MPEP §2141.01) 
The teachings of Trofast have been set forth above. The teachings of Keller have been 
set forth above. 
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Ascertainment of the Difference Between Scope the Prior Art and the Claims 

(MPEP §2141.012) 

Trofast lacks an explicit teaching about the order of steps used in preparing the dry 
powders. This deficiency is cured by the teachings of Keller. 

Finding of Prima Facie Obviousness Rational and Motivation 
(MPEP §2142-2143) 

It would have been obvious to a person of ordinary skill in the art to combine the 
teachings of Trofast and Keller, because Keller teaches moisture resistant dry powder 
formulations comprising betamimetics in combination with anticholinergics and/or 
corticosteroids. An ordinary skilled artisan would have been motivated to combine the teachings 
of Trofast and Keller to obtain dry powder formulations comprising betamimetics that are 
moisture resistant and are present in the form of a salt or ester, such as formoterol fumarate. An 
ordinary skilled artisan would have also been motivated to combine the prior art teachings of 
Trofast and Keller, because both inventors teach inhalable dry powder compositions comprising 
betamimetics and the inclusion of magnesium stearate in Trofast' s compositions would be 
expected to provide these with improved storage stability, and a reduced influence of penetrating 
moisture on the fine particle fraction (FPF) and fine particle dose (FPD) of said dry powders. 
An ordinary skilled artisan would have had a reasonable expectation of success upon 
combination of the prior art references because both teach the preparation of dry powder 
formulations comprising the mixing of dry particulate active(s) with particulate carrier (e.g. 
lactose). Regarding the order in which the different components are combined, Keller teaches 
that the different ingredients can be mixed in any desired sequence. This teaching encompasses 
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the following sequence of steps: blending a portion of 1 st active particles with carrier particles to 
obtain a 1 st mixture; combination of a 2 nd active with the 1 st mixture to obtain a second mixture; 
and finally admixture of the remaining 1 st active particles to obtain a dry powder formulation. 
Mixing particulate components to obtain a dry powder composition is known as demonstrated by 
the cited prior art references. 

Regarding claim 4, the amounts of active taught by Keller and Trofast would be 
sufficient to form a monolayer of each of these onto the carrier particles. Using the equation on 
page 5 of the instant specification, and the approximation that the particle sizes taught by Keller 
in terms of mass median aerodynamic diameter (MMAD) for the carrier (200 microns) and 
active particles (5 microns) are comparable to particle sizes expressed as volume median 
diameters, the Examiner has concluded that only 0.09 % of active is needed to form a monolayer 
on the carrier. The amount of actives taught by both Keller and Trofast meet this requirement. 
Therefore, an ordinary skilled artisan would have had reasonable expectation that mixing of the 
actives in the amounts taught by both references would obviously result in a coating of at least a 
monolayer onto the carrier particles. 

Applicant has presented data in the instant specification (Tables 1-4) demonstrating the 
homogeneity of dry powders produced using Applicant's claimed method. This data is not 
convincing regarding the patentability of the claimed method, because it lacks a comparison of 
Applicant's method with the methods of the prior art. Applicant's claims 1-9 are open to a broad 
range of first and second medicament amounts and proportions. Even if Applicant's data in 
Tables 1-4 were somehow indicative of structural modification, this ground of rejection would 
still be proper because applicant's data was demonstrated with only 100:6 and 200:6 proportions 
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of budesonide and formoterol fumarate dihydrate, wherein the total medicament concentration 
was in the range of about 5 wt%. In other words, Applicant's data is not commensurate in scope 
with what is being claimed in the cited claims, because these recite broad ranges and claim 10 is 
not limited to a specific 1 st and 2 nd medicament mixed with carrier. Claims 1-6, 8, and 10 are 
readable on (i) structurally different medicaments, (ii) much higher or lower total concentrations 
of medicaments, and (iii) much lower or higher weight ratios of first medicament to second 
medicament, e.g. 100,000,000:1 or 1:0.99,999. The term "bronchodilator" may refer to a broad 
range of structurally different compounds (e.g. betamimetics and anticholinergics), which 
although exhibiting bronchodilating effects have different mechanisms of action and secondary 
biological activities. The term anti-inflammatory steroid" is also broad and can refer to a great 
variety of compounds having a steroidal core, but differing in the degree, and sometimes the kind 
of biological activity exhibited, in addition to anti-inflammatory effects. Similarly, claims 7 and 
9 are readable on compositions with (i) structurally different 2 nd medicaments (claim 7) or 1 st 
medicaments (claim 9), (ii) much higher or lower total concentrations of medicaments, and (iii) 
much lower or higher weight ratios of 1 st medicament to 2 nd medicament. It is the Examiner's 
position that Trofast's disclosed method of mixing the composition constituents would 
neciessarily produce a dry powder that cannot be distinguished from the dry powder encompassed 
by applicant's broad claim language. Furthermore, these data do not demonstrate that the prior 
art methods do not yield dry powder formulations exhibiting the same or substantially similar 
physical properties/characteristics. 
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Claims 1, 5-8, and 11-14 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Walz et al. (US RE 38,912) in view of Keller et al. (WO 00/28979, wherein U.S. Patent 
No. 6,645,466 is being used as the English language equivalent). 

Applicant Claims 

Applicant's claims have been described above in the instant office action. 

Determination of the Scope and Content of the Prior Art (MPEP §2141.01) 
The teachings of Keller have been set forth above. Walz teaches a process for preparing 
powder formulations for inhalation characterized by a high degree of homogeneity in the 
sense of uniformity of content (title, abstract, col. 1, lines 45-49), including powders comprising 
two or more active compounds . Said process comprises screening N+m roughly equal portions 
of excipient or excipient mixture with O roughly equal portions of one active substance 
component and P roughly equal portions of the other active substance component into the mixing 
apparatus in alternate layers. The number of fractions P and O may be selected, for example, so 
that P+0=N (col. 6, lines 1 1-23). N is defined as an integer > 0 and m denotes 0 or 1 (col. 1, 
lines 66-67). Generally, the substance with the smaller particle size and present in a smaller 
amount is the active agent (col. 2, lines 29-33). Preferably the active substances are selected 
from among betamimetics, anticholinergics, corticosteroids, and dopamine agonists (col. 4, lines 
15-18 and 21). Preferred betamimetics are formoterol (as the fumarate) and salmeterol, 
optionally in form of their pharmaceutically acceptable acid addition salts and hydrates (col. 4, 
lines 59-63 and col. 5, lines 12-13). Preferred corticosteroids include budesonide , wherein 
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budesonide and fluticasone are especially preferred (col. 5, lines 42-48). The particularly 
preferred excipient is lactose monohydrate (col. 6, lines 42-44). 

Ascertainment of the Difference Between Scope the Prior Art and the Claims 

(MPEP §2141.012) 

Walz lacks the express teaching of the order in which the actives are combined with the 
carrier. This deficiency is cured by the teachings of Keller. 

Finding of Prima Facie Obviousness Rational and Motivation 
(MPEP §2142-2143) 

It would have been obvious to a person of ordinary skill in the art to . combine the 
teachings of Walz and Keller, because Keller teaches moisture resistant dry powder formulations 
comprising betamimetics in combination with anticholinergics and/or corticosteroids. A skilled 
artisan would have been motivated to combine the teachings of Walz and Keller to obtain dry 
powder formulations comprising betamimetics that are moisture resistant and are present in the 
form of a salt or ester, such as formoterol fumarate. A skilled artisan would have also been 
motivated to combine the prior art teachings of Walz and Keller, because both inventors teach 
inhalable dry powder compositions comprising betamimetics and the inclusion of magnesium 
stearate in Walz's compositions would be expected to provide these with improved storage 
stability, and a reduced influence of penetrating moisture on the fine particle fraction (FPF) and 
fine particle dose (FPD) of said dry powders. A skilled artisan would have had a reasonable 
expectation of success upon combination of the prior art references because both teach the 
preparation of dry powder formulations comprising the mixing of dry particulate active(s) with 
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particulate carrier (e.g. lactose). Regarding the order in which the different components are 
combined, Keller teaches that the different ingredients can be mixed in any desired sequence. 
This teaching encompasses the following sequence of steps: blending a portion of 1 st active 
particles with carrier particles to obtain a 1 st mixture; combination of a 2 nd active with the 1 st 
mixture to obtain a second mixture; and finally admixture of the remaining 1 st active particles to 
obtain a dry powder formulation. Mixing particulate components to obtain a dry powder 
composition is known as demonstrated by the cited prior art references. 

Response to Arguments 

Applicant's arguments with respect to claims 1-15 have been considered but are moot in 
view of the new ground(s) of rejection. 

Conclusion 

The prior art made of record and not relied upon is considered pertinent to applicant's 
disclosure. 

Musa, US 2003/0133880, is relevant, because it teaches powdery pharmaceutical 
compositions for inhalation in which the carrier is lactose, the actives may be formoterol or 
budesonide, and the surface of the carriers is partially coated with lubricant and active particles 
(title, abstract, [0015]-[0016], [0033], [0035], and [0036]). 

Staniforth, US 2006/0029552, is relevant because it teaches carrier particles for use in dry 
powder inhalers, in which the powders are made in such a way that the active particles adhere to 
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the surface of the carrier particles and active particles may include beta-2-agonists and steroids 
as actives (title, abstract, [0051]-[0052], [0075], and [0091]-[0092]). 

Claims 1-15 are rejected. Claims 13-14 are objected. No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to James H. Alstrum-Acevedo whose telephone number is (571) 
272-5548. The examiner can normally be reached on M-F, 9:00-6:30, with every other Friday 
off. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Johann Richter can be reached on (571) 272-0646. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

James H. Alstrum-Acevedo, Ph.D. 
Patent Examiner 
Technology Center 1600 
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Juftann Richter, Ph. D., Esq. 
Supervisory Patent Examiner 
Technology Center 1600 



